DNA methylation (addition of methyl groups to cytosines) and changes in telomere length (TTAGGG repeats on the ends of chromosomes) are two molecular modifications that result from stress and could contribute to the long-term effects of intrauterine exposure to maternal stress on offspring behavior. Here, we measured methylation of DNA associated with the Brain-derived neurotrophic factor (Bdnf) gene, a gene important in development and plasticity, and telomere length in the brains of adult rat male and female offspring whose mothers were exposed to unpredictable and variable stressors throughout gestation. Males exposed to prenatal stress had greater methylation (Bdnf IV) in the medial prefrontal cortex (mPFC) compared to non-stressed male controls and stressed females. Further, prenatally-stressed animals had shorter telomeres than controls in the mPFC. Together findings indicate a long-term impact of prenatal stress on brain DNA methylation and telomere biology with relevance for behavioral and health outcomes, and contribute to a growing literature linking stress to intergenerational molecular changes.
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Introduction
Perturbations during gestation in the form of malnutrition, infection, or psychosocial stress have devastating consequences on the physical and mental well-being of offspring. For example, individuals exposed to famine during gestation (such as that of the Dutch Famine of 1944) have significant physical health problems including cardiovascular disease and high blood pressure (Painter et al., 2008; Roseboom et al., 2011) . Gestational famine exposure also produces long-lasting neurobiological and behavioral consequences, including an increased incidence of schizophrenia (Hoek et al., 1996; Roseboom et al., 2011) . Psychosocial stress experienced by the mother during gestation likewise produces vulnerability to psychopathology in offspring, including increased risk for schizophrenia and depression (Betts et al., 2015; Malaspina et al., 2008) . Further, work from various animal models provides additional evidence that a suboptimal intrauterine environment has long-term physical and behavioral consequences for offspring (for reviews see Bock et al., 2015; Driscoll and Barr, 2016; Lupien et al., 2009) .
One way that prenatal stress could affect brain function and behavior is through epigenetic modifications, including DNA methylation. DNA methylation is characterized by the addition of methyl groups to cytosines, typically at cytosine-guanine dinucleotides (CG sites), which can dampen transcriptional activity through the blockade of transcription factors or the recruitment of transcriptional silencing machinery. Recent studies have also highlighted the role of active DNA demethylation in regulating transcription within the CNS, and candidates thought to reverse DNA methylation include ten-eleven-translocation (TET) proteins (Kohli and Zhang, 2013 ), GADD45b (Ma et al., 2009 ), and MBD2 (Detich et al., 2002 . Though historically associated with early cell development and differentiation, there is now a vast literature showing that DNA methylation/demethylation remains an active process even occurring in mature neurons. Further, studies in humans (Cao-Lei et al., 2014; Kundakovic and Champagne, 2011; Nye 
